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stress) and vitamin B12 deficiency are common, secondary 

prevention should focus on stress and dietary factors. Nerve 

growth factors and ganglioside GMl have been used to inhibit progression 

of the disorder, but this treatment is still at an experimental stage, as 

are efforts to prevent the formation of amyloid. Breakthroughs in AD/SDAT 

treatment have been seen in trials with supplementation of 

neurotransmitter deficits. Tacrine, a drug that inhibits 

acetylcholinesterase, has proved to have a cognitive -enhancing effect, but 
this is limited in time and the drug has side-effects. Selective 
serotonin reuptake inhibitors have a proven effect on the emotional 
disturbances seen in AD/SDAT. 
CT Check Tags: Human 

Alzheimer Disease: PC, prevention & control 
♦Alzheimer Disease: TH, therapy 
Amyloid: BI, biosynthesis 
Nerve Growth Factors: TU, therapeutic use 
Neurotransmitters: DF, deficiency 
Serotonin Uptake Inhibitors: TU, therapeutic use 
Tacrine: TU, therapeutic use 
Vitamin B 12: TU, therapeutic use 
RN 321-64-2 (Tacrine); 68-19-9 (Vitamin B 12) 

CN 0 (Amyloid) ; 0 (Nerve Growth Factors) / 0 (Neurotransmitters) ; 0 (Serotonin 
Uptake Inhibitors) 
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TI Would decreased aluminum ingestion reduce the incidence of Alzheimer's 
disease? . 

CM Comment in: CMAJ. 1992 Feb 15 ; 146 (4) : 431-2 . PubMed ID: 1737295 

Comment in: CMAJ. 1992 Feb 15 ; 146 (4) : 431 ; author reply 432. PubMed ID: 
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AU McLachlan D R; Kruck T P; Lukiw W J; Krishnan S S 

CS Department of Medicine, University of Toronto, Ont . 

SO CMAJ : Canadian Medical Association journal = journal de 1 'Association 
medicale canadienne, (1991 Oct 1) 145 (7) 793-804. Ref: 149 
Journal code: 9711805. ISSN: 0820-3946. 
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DT Journal; Article; (JOURNAL ARTICLE) 

General Review; (REVIEW) 

(REVIEW, ACADEMIC) 
LA English 

FS Abridged Index Medicus Journals; Priority Journals 
EM 199111 

ED Entered STN: 19920124 

Last Updated on STN: 20021022 
Entered Medline: 19911112 

AB Although the cause of Alzheimer's disease (AD) remains 

unknown there is mounting evidence that implicates aluminum as a 
toxic environmental factor of considerable importance. Four independent 
lines of evidence --laboratory studies of the effects of intracerebral 
aluminum on the cognitive and memory performance of animals, biochemical 
studies, epidemiologic studies and the slowing of the progress of the 
disease with the use of an agent that removes aluminum from the body- -now 
support the concept that aluminum is one of the pathogenic factors in AD. 
The evidence warrants serious consideration of reducing human exposure to 
aluminum. We hypothesize that a public health effort to restrict human 
ingestion of aluminum would reduce the incidence of this common chronic 
illness in the elderly. 

CT Check Tags: Human; Support, Non-U, S. Gov't 
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TI Aspirin and non-steroidal ant i- inflammatory drugs inhibit amyloid-beta 
aggregation 

AU Thomas T (Reprint) ; Nadackal T G; Thomas K 

CS Woodlands Med Ctr & Endron Therapeut, 3150 Tampa Rd 16, Oldsmar, FL 34677 
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SO NEUROREPORT, (29 OCT 2001) Vol. 12, No. 15, pp. 3263-3267. 
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DT Article; Journal 
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AB The neurotoxic and proinflammatory actions of the Alzheimer peptide 

amyloid-beta (A beta) are dependent on its aggregation and beta -sheet 
conformation. Chronic use of non-steroidal antiinflammatory drugs (NSAIDs) 
such as aspirin for arthritis decreases the risk of developing 
Alzheimer's disease (AD) by unknown mechanisms. We 

report that these drugs inhibit human A beta aggregation in vitro and 
reverse the beta -sheet conformation of preformed fibrils at clinically 
relevant doses. Aspirin prevented enhanced A beta aggregation by aluminum, 
an environmental risk factor for AD. This anti-aggregatory effect was 
restricted to NSAIDs and was not exhibited by other drugs used in AD 
therapy. NSAIDS may have a role in the prevention and treatment 
of AD, in addition to a number of age-related disorders such as arthritis, 
cardiovascular disease and cancer. NeuroReport 12:3263-3267 (C) 2001 
Lippincott Williams & Wilkins. 
CC NEUROSCIENCES 

ST Author Keywords: Alzheimer's disease; amyloid-beta; amyloid aggregation; 
amyloid plaque; aspirin; COX-2 inhibitors; inflammation; neurotoxicity; 
NSAIDs 

STP Keywords Plus (R) : ALZHEIMERS -DISEASE; PEPTIDE; BRAIN; NEUROTOXICITY; 
THERAPY; MODEL 
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TI Potential therapeutic targets in Alzheimer's disease 
AU Simonic, Ante; Zupan, Gordana 

CS Department of Pharmacology School of Medicine, University of Rijeka, 

Rijeka, 51000, Croatia 
SO Acta Pharmaceutica (Zagreb) (1997), 47(1), 1-7 

CODEN: ACPHEE; ISSN: 1330-0075 
PB Croatian Pharmaceutical Society 
DT Journal; General Review 
LA English 
CC 1-0 (Pharmacology) 

AB A review with 29 refs. Alzheimer's disease (AD) is a common, 
heterogeneous age related degenerative dementia of unknown 
etiol . and multifactorial origin. It is characterized by a progressive 
loss of intellectual function. At present there is no available treatment 
that can cure, reverse or stop the progression of AD. The basic 
strategies for potentially effective treatment for AD are: compensation of 
cholinergic deficit, blockade of excitatory amino acid receptor 
overstimulation, blockade of excessive influx of extracellular Ca2+, 
decrease of free acids and free radicals accumulation, blockade of beta 
amyloid deposition and hyperphosphorylation of tau protein, and apoptosis 
prevention . 

ST review Alzheimer therapeutic 

IT Anti-Alzheimer ' s agents 

(potential therapeutic targets in Alzheimer's disease) 
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TI Androgens protect against apolipoprotein E4-induced cognitive deficits. 
AU Raber Jacob; Bongers Gerold; LeFevour Anthony; Buttini Manuel; Mucke 
Lennart 

CS Gladstone Institute of Neurological Disease and Department of Neurology, 
University of California, San Francisco, California 94141, USA. . 
raberj@ohsu.edu 

NC AG11385 (NIA) 

SO Journal of neuroscience : official journal of the Society for 

Neuroscience, (2002 Jun 15) 22 (12) 5204-9. 

Journal code: 8102140. ISSN: 1529-2401. 
CY United States 

DT Journal; Article; (JOURNAL ARTICLE) 
LA English 



FS Priority Journals 
EM 200207 

ED Entered STN: 20020623 

Last Updated on STN: 20020716 

Entered Medline: 20020715 
AB Compared with apolipoprotein (apo) E2 and E3, apoE4 increases the risk of 

Alzheimer's disease (AD), but it remains unknown how 

apoE4 affects neuronal function. ApoE4 interacts with female gender, 
further increasing the risk of AD and decreasing treatment response. 
Female mice are also more susceptible to apoE4- induced impairments of 
spatial learning and memory than male mice. To assess the role of sex 
steroids in this process, we studied mice deficient in mouse apoE 
(Apoe (-/-)) and expressing human apoE4 or apoE3 in the brain at comparable 
levels. Even brief periods of androgen treatment improved the memory 
deficits of female apoE4 mice. Female apoE3 mice had no memory deficits 
and did not benefit from the treatment. ApoE4 male mice, which performed 
normally in a water-maze test at baseline, developed prominent deficits in 
spatial learning and memory after blockade of androgen receptors (ARs) , 
whereas apoE3 male mice did not. Untreated apoE4 mice had significantly 
lower cytosolic AR levels in the neocortex than wild-type, Apoe{-/-), and 
apoE3 mice. Improved memory in androgen- treated female apoE4 mice was 
associated with increased cytosolic AR levels. Our findings suggest that 
apoE4 contributes to cognitive decline by reducing AR levels in the brain, 
and that stimulating AR- dependent pathways can reverse apoE4 - induced 
cognitive deficits. 

CT Check Tags: Female; Male; Support, Non-U. S. Gov't; Support, U.S. Gov't, 
P.H.S. 

Androgen Antagonists: PD, pharmacology 
*Androgens: PD, pharmacology 
Animals 

Apolipoproteins E: GE, genetics 

Apolipoproteins E: ME, metabolism 
*Apolipoproteins E: PH, physiology 

Brain: ME, metabolism 
* Cognition 

Cognition Disorders: PC, prevention & control 

Dihydrotestosterone: PD, pharmacology 
*Flutamide: AA, analogs & derivatives 
Flutamide: PD, pharmacology 
Maze Learning 
Memory ^ 
Mice 

Mice, Inbred C57BL 
Mice, Knockout 

Neuroprotective Agents: PD, pharmacology 
Receptors, Androgen: ME, metabolism 
Recognition (Psychology) 
Sex Factors 

Testosterone: BL, blood 
Testosterone: PD, pharmacology 
RN 13311-84-7 (Flutamide); 521-18-6 (Dihydrotestosterone); 52806-53-8 

(hydroxy flutamide) ; 58-22-0 (Testosterone) 
CN 0 (Androgen Antagonists) ; 0 (Androgens) ; 0 (Apolipoproteins E) ; 0 

(Neuroprotective Agents); 0 (Receptors, Androgen); 0 (apolipoprotein E-3) ; 
0 (apolipoprotein E-4) 
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TI Aspirin and non-steroidal anti- inflammatory drugs inhibit amyloid-beta 

aggregation . 
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Oldsmar, FL 34677, USA. 
SO Neuroreport, (2001 Oct 29) 12 (15) 3263-7. 

Journal code: 9100935. ISSN; 0959-4965. 
CY England: United Kingdom 
DT Journal; Article; (JOURNAL ARTICLE) 
LA English 
FS Priority Journals 
EM 200202 

ED Entered STN: 2 0011119 

Last Updated on STN: 20020220 
Entered Medline: 20020219 

AB The neurotoxic and proinflammatory actions of the Alzheimer peptide 
amyloid-beta (Abeta) are dependent on its aggregation and beta- sheet 
conformation. Chronic use of non-steroidal anti- inflammatory drugs 
(NSAIDs) such as aspirin for arthritis decreases the risk of developing 
Alzheimer's disease (AD) by unknown mechanisms. We 

report that these drugs inhibit human Abeta aggregation in vitro and 
reverse the beta-sheet conformation of preformed fibrils at clinically 
relevant doses. Aspirin i prevented enhanced Abeta aggregation by aluminum, 
an environmental risk factor for AD. This anti-aggregatory effect was 
restricted to NSAIDs and was not exhibited by other drugs used in AD 
therapy. NSAIDS may have a role in the prevention and treatment 
of AD, in addition to a number of age-related disorders such as arthritis, 
cardiovascular disease and cancer. 
CT Check Tags: Human; In Vitro 

♦Alzheimer Disease: DT, drug therapy 

Alzheimer Disease: ME, metabolism 

Alzheimer Disease: PP, physiopathology 
*Amyloid beta-Protein: DE, drug effects 

Amyloid beta-Protein: ME, metabolism 

Amyloid beta- Protein: UL, ultras tructure 
*Anti- Inflammatory Agents, Non-Steroidal : PD, pharmacology 

Anti- Inflammatory Agents, Non-Steroidal: TU, therapeutic use 
*Aspirin: PD, pharmacology 

Aspirin: TU, therapeutic use 
*Cyclooxygenase Inhibitors: PD, pharmacology 

Cyclooxygenase Inhibitors: TU, therapeutic use 

Isoenzymes: AI, antagonists & inhibitors 

Isoenzymes: ME, metabolism 

Microscopy, Electron 

Peptide Fragments: DE, drug effects 

Peptide Fragments: ME, metabolism 

Peptide Fragments: UL, ultrastructure 

Prostaglandin-Endoperoxide Synthase: ME, metabolism 

Protein Structure, Secondary: DE, drug effects 

Protein Structure, Secondary: PH, physiology 

Senile Plaques: CH, chemistry 
*Senile Plaques: DE, drug effects 

Senile Plaques: UL, ultrastructure 

Sulfonamides: PD, pharmacology 
RN 169590-42-5 (celecoxib) ; 50-78-2 (Aspirin) 

CN 0 (Amyloid beta-Protein) ; 0 (Anti -Inflammatory Agents, Non-Steroidal) ; 0 
(Cyclooxygenase Inhibitors); 0 (Isoenzymes); 0 (Peptide Fragments); 0 
(Sulfonamides); 0 (amyloid beta-protein (25-35)); EC 1.14.99.- 
(cyclooxygenase 1); EC 1.14.99.- (cyclooxygenase 2); EC 1.14.99.1 
(Prostaglandin-Endoperoxide Synthase) 
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TI Dominant negative effects of apolipoprotein E4 revealed in transgenic 

models of neurodegenerative disease. 
AU Buttini M; Akeefe H; Lin C; Mahley R W; Pitas R E; Wyss-Coray T; Mucke L 



CS Gladstone Institute of Neurological Disease University of California, P.O. 

Box 41900, San Francisco, CA 94141-9100, USA. 
SO Neuroscience, (2000) 97 (2) 207-10. 

Journal code: 7605074. ISSN: 0306-4522. 
GY United States 

DT Journal; Article; (JOURNAL ARTICLE) 

LA English 

FS Priority Journals 

EM 200007 

ED Entered STN: 20000810 

Last Updated on STN: 20000810 
Entered Medline: 20000727 

AB Apolipoprotein E fulfills fundamental functions in lipid transport and 
neural tissue repair after injury. (6,8) Its three most common isoforms 
{E2, E3, and E4) are critical determinants of diverse human diseases, 
including major cardiovascular and neurodegenerative disorders. (8, 14) 
Apolipoprotein E4 is associated with an increased risk for 
Alzheimer's disease (3, 5) and poor clinical outcome after head 
injury or stroke. (11, 16) The precise role of apolipoprotein E4 in these 
conditions remains unknown. To characterize the effects of 
human apolipoprotein E isoforms in vivo, we analysed transgenic Apoe 
knockout mice that express apolipoprotein E3 or E4 or both in the brain. 
Hemizygous and homozygous apolipoprotein E3 mice were protected against 
age-related and excitotoxin- induced neurodegeneration, whereas 
apolipoprotein E4 mice were not. Apolipoprotein E3/E4 bigenic mice were 
as susceptible to neurodegeneration as apolipoprotein E4 singly- transgenic 
mice. At eight months of age neurodegeneration was more severe in 
homozygous than in hemizygous apolipoprotein E4 mice consistent with a 
dose effect. Thus, apolipoprotein E4 is not only less neuroprotective 
than apolipoprotein E3 but also acts as a dominant negative factor that 
interferes with the beneficial function of apolipoprotein E3 . The 
inhibition of this apolipoprotein E4 activity may be critical for the 
prevention and treatment of neurodegeneration in APOE varepsilon4 
carriers . 

CT Check Tags: Human 

Alzheimer Disease: GE, genetics 
Animals 

Apolipoproteins E: DF, deficiency 
*Apolipoproteins E: GE, genetics 

Apolipoproteins E: PH, physiology 

Apolipoproteins E: TO, toxicity 

Axons: PA, pathology 
*Brain: ME, metabolism 

Brain: PA, pathology 

Dendrites: PA, pathology 

Disease Models, Animal 

Mice 

Mice, Knockout 
Mice, Transgenic 

Microtubule-Associated Proteins: AN, analysis 
♦Neurodegenerative Diseases: GE, genetics 

Neurodegenerative Diseases: PA, pathology 

Neuroprotective Agents 

Presynaptic Terminals: PA, pathology 

Synaptophysin: AN, analysis 
ON 0 (Apolipoproteins E) ; 0 (Microtubule-Associated Proteins); 0 

(Neuroprotective Agents); 0 (Synaptophysin); 0 (apolipoprotein E-3) ; 0 
(apolipoprotein E-4) 
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TI Hormone replacement therapy: the perspectives for the 21st century. 



AU Genazzani A R; Gambacciani M 

CS Department of Obstetrics and Gynecology Piero Fioretti, University of 
Pisa, Italy. 

SO Maturitas, (1999 May 31) 32 (1) 11-7. Ref : 73 

Journal code: 7807333. ISSN: 0378-5122. 
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DT Journal; Article; (JOURNAL ARTICLE) 
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LA English 
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AB Nowadays different lines of evidence demonstrate the benefits of 

postmenopausal hormone replacement therapy (HRT) . HRT is extremely 
effective in treating subjective symptoms and can really improve the 
quality of life of climacteric women. HRT and dementia: Estrogens are 
potentially relevant to the pathogenesis and treatment of Alzheimer's 
disease. The effects of different progestogens on cognitive functions and 
Alzheimer's disease are largely unknown. The 

prevention of Alzheimer disease might be a major indication to 
long term HRT. Large prospective, randomized trials will confirm these 
preliminary data. HRT and osteoporosis: HRT has been strongly correlated 
with higher bone mineral density and lower fracture incidence. Definite 
answers in terms of minimum effective dosages, timing and duration of HRT 
for fracture prevention are needed. HRT and cardiovascular 
disease: Different lines of evidence suggest that HRT can exert 
cardioprotective effects with substantial reduction of morbidity and 
mortality for cardiovascular disease in postmenopausal women. The effects 
and the role of progestogens in cardiovascular disease prevention 
are still debated. Prospective, randomized, controlled studies are needed 
to assess the impact of different HRT regimens on cardiovascular events. 
HRT and cancer: The major issue in the relationship between HRT and cancer 
is breast cancer. Long-term and current HRT use are followed by a slight, 
though significant increase in the risk of breast cancer. Progestogens 
can modify the cellular response of normal as well as cancer breasts. The 
possible protective effect of continuous progestogen addition is very 
interesting and needs further investigation. Alternative to classical 
HRT: Selective estrogen receptor modulators (SERM) . SERMs such as 
raloxifene (RAL) are a new class of drugs that exert site specific 
estrogenic or antiestrogenic effects in different target tissues. RAL 
prevents bone loss and reduces serum cholesterol in postmenopausal women. 
In contrast to estrogen RAL does not stimulate breast or uterine tissues. 
In vitro RAL is highly effective at inhibiting the growth of 
estrogen-dependent breast adenocarcinoma cells. SERMs are expected to 
represent a major breakthrough for postmenopausal health. CONCLUSION: HRT 
can be offered either as a preventive tool or as individualized care on 
the basis of personal needs. New therapeutic options like the SERMs will 
offer a substantial medical advancement for the treatment of 
postmenopausal women. 
CT Check Tags: Female; Human 
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AB Apolipoprotein E fulfills fundamental functions in lipid transport and 

neural tissue repair after injury. (6,8) Its three most common isoforms 
(E2, E3, and E4) are critical determinants of diverse human diseases, 
including major cardiovascular and nenrodegenerative disorders . (8 , 14) 
Apolipoprotein E4 is associated with an increased risk for 
Alzheimer's disease (3, 5) and poor clinical outcome after head 
injury or stroke . (11, 16) The precise role of apolipoprotein E4 in these 
conditions remains unknown. To characterize the effects of human 
alpolipoprotein E isoforms in vivo, we analysed transgenic Apoe knockout 
mice that express apolipoprotein E3 or E4 or both in the brain. Hemizygous 
and homozygous apolipoprotein E3 mice were protected against age-related 
and excitotoxin- induced neurodegeneration, whereas apolipoprotein E4 mice 
were not. Apolipoprotein E3/E4 bigenic mice were as susceptible to 
neurodegeneration as apolipoprotein E4 singly-transgenic mice. At eight 
months of age neurodegeneration was more severe in homozygous than in 
hemizygous apolipoprotein E4 mice consistent with a dose effect. Thus, 
apolipoprotein E4 is not only less neuroprotective than apolipoprotein E3 
but also acts as a dominant negative factor that interferes with the 
beneficial function of apolipoprotein E3, The inhibition of this 
apolipoprotein E4 activity may be critical for the prevention 
and treatment of neurodegeneration in APOE E4 carriers. (C) 2000 IBRO, 
Published by Elsevier Science Ltd. 
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AB Nowadays different lines of evidence demonstrate the benefits of 

postmenopausal hormone replacement therapy (HRT) . HRT is extremely 
effective in treating subjective symptoms and can really improve the 
quality of life of climacteric women. HRT and dementia: Estrogens are 
potentially relevant to the pathogenesis and treatment of 
Alzheimer's disease. The effects of different progestogens on 
cognitive functions and Alzheimer's disease are largely 
unknown. The prevention of Alzheimer disease 

might be a major indication to long term HRT. Large prospective, 

randomized trials will confirm these preliminary data. HRT and 

osteoporosis: HRT has been strongly correlated with higher bone mineral 

density and lower fracture incidence. Definite answers in teirms of minimum 

effective dosages, timing and duration of HRT for fracture 

prevention are needed. HRT and cardiovascular disease: Different 

lines of evidence suggest that HRT can exert cardioprotective effects with 

substantial reduction of morbidity and mortality for cardiovascular 

disease in postmenopausal women. The effects and the role of progestogens 

in cardiovascular disease prevention are still debated. 

Prospective, randomized, controlled studies are needed to assess the 



impact of different HRT regimens on cardiovascular events. HRT and cancel: 
The major issue in the relationship between HRT and cancer is breast 
cancer. Long-term and current HRT use are followed by a slight, though 
significant increase in the risk of breast cancer. Progestogens can modify 
the cellular response of normal as well as cancer breasts. The possible 
protective effect of continuous progestogen addition is very interesting 
and needs further investigation. Alternative to classical HRT: Selective 
estrogen receptor modulators (SERM) . SERMs such as raloxifene (RAL) are a 
new class of drugs that exert site specific estrogenic or antiestrogenic 
effects in different target tissues. RAL prevents bone loss and reduces 
serum cholesterol in postmenopausal women. In contrast to estrogen RAL 
does not stimulate breast or uterine tissues. In vitro RAL is highly 
effective at inhibiting the growth of estrogen-dependent breast 
adenocarcinoma cells. SERMs are expected to represent a major breakthrough 
for postmenopausal health. Conclusion: HRT can be offered either as a 
preventive tool or as individualized care on the basis of personal needs. 
New therapeutic options like the SERMs will offer a substantial medical 
advancement for the treatment of postmenopausal women. (C) 1999 Elsevier 
Science Ireland Ltd. All rights reserved. 
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INFLAMMATORY PROCESSES AND ANTIINFLAMMATORY DRUGS IN ALZHEIMERS -DISEASE - 
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NEUROBIOLOGY OF AGING, (SEP/OCT 1996) Vol. 17, No. 5, pp. 789-794. 

ISSN: 0197-4580. 

Article; Journal 

LIFE 

ENGLISH 

Reference Count: 92 

The study of risk factors and protective influences can yield clues to 
the pathogenesis of Alzheimer's disease (AD). Intervention on 
such factors can effect disease prevention or treatment while 
etiology remains unknown. Most known AD risk factors offer no 
prospect of prevention, but 14 of 15 relevant publications since 
1987 suggest that the symptoms of AD are prevented or attenuated by 
antiinflammatory treatments. These findings are supported by numerous 
circumstantial findings suggesting a role for cytokines and acute phase 



reactants in the pathogenesis of AD, In particular, activated microglia 
and/or reactive astrocytes, found within or near all AD lesions, are 
thought to kill target cells by using either free radicals or the 
classical complement pathway. These mechanisms should be suppressed by 
glucocorticoids, but the available data suggest that nonsteroidal 
antiinflammatory drugs (NSAIDs) exert a stronger protective influence than 
steroids. NSAIDs (but not steroids) suppress the action of cyclooxygenases 
(COX), which catalyze synthesis of prostaglandins. The latter are 
intermediaries in the postsynaptic signal transduction cascade of cells 
with NMDA-type glutamate receptors. They may also potentiate glutamatergic 
transmission by inhibiting astrocytic reuptake of glutamate. Both 
mechanisms can potentiate excitotoxic cell death. Further work is needed 
to clarify whether steroids, NSAIDs, or both prevent or attenuate the 
symptoms of AD. 
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AB The aetiology of Alzheimer's disease and senile dementia of 

the Alzheimer type (AD/SDAT) are unknown, and primary 
prevention is thus infeasible. As overactivity in the 

hypothalamic-pituitary-adrenal axis (possibly indicating maladaptation to 
stress) and vitamin B-12 deficiency are common, secondary 
prevention should focus on stress and dietary factors. Nerve 
growth factors and ganglioside GMl have been used to inhibit progression 
of the disorder, but this treatment is still at an experimental stage, as 
are efforts to prevent the formation of amyloid. Breakthroughs in AD/SDAT 
treatment have been seen in trials with supplementation of 
neurotransmitter deficits. Tacrine, a drug that inhibits 

acetylcholinesterase, has proved to have a cognitive -enhancing effect, but 
this 'is limited in time and the drug has side-effects. Selective 
serotonin reuptake inhibitors have a proven effect on the emotional 
disturbances seen in AD/SDAT. 
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